CALGB-9741:

A Randomized Phase lll Trial of Sequential Chemotherapy Using Doxorubicin,
Paclitaxel, and Cyclophosphamide or Concurrent Doxorubicin and
Cyclophosphamide Followed by Paclitaxel at 14 or 21 Day Intervals in Women
With Node Positive Stage II/IlIA Breast Cancer

ClinicalTrials.gov Identifier: NCT00003088

Study Background

Trial Design:  This is a randomized study. Patients are randomized into one of four arms (sequential
chemotherapy every 2 weeks vs every 3 weeks vs concurrent chemotherapy followed
by paclitaxel every 2 weeks vs every 3 weeks). All tumor should be removed by either
a modified radical mastectomy or a segmental mastectomy plus axillary node
dissection. Adjuvant chemotherapy is started within 84 days following the last
surgical procedure.

e Arm I: Patients receive sequential chemotherapy every 3 weeks.
Doxorubicin 1V is administered once every 3 weeks for 4 doses.
Paclitaxel 1V is then administered over 3 hours once every 3 weeks for
4 doses. Cyclophosphamide 1V is administered once every 3 weeks for
4 doses following paclitaxel.
e Arm Il: Patients receive sequential chemotherapy every 2 weeks.
Doxorubicin 1V is administered once every 2 weeks for 4 doses.
Paclitaxel 1V is then administered over 3 hours once every 2 weeks for
4 doses. Cyclophosphamide 1V is administered once every 2 weeks for
4 doses following paclitaxel. Filgrastim (G-CSF) is administered by
subcutaneous injection on days 3-10 after each dose of doxorubicin,
paclitaxel, and cyclophosphamide.
e Arm Ill: Patients receive combination chemotherapy every 3 weeks.
Combination doxorubicin IV and cyclophosphamide 1V is administered
once every 3 weeks for 4 doses. Paclitaxel 1V is administered over 3
hours once every 3 weeks for 4 doses following combination
chemotherapy.
e Arm IV: Patients receive combination chemotherapy every 2 weeks.
Combination doxorubicin IV and cyclophosphamide 1V is administered
once every 2 weeks for 4 doses. Paclitaxel IV is administered over 3
hours once every 2 weeks for 4 doses following combination
chemotherapy. G-CSF is administered by subcutaneous injection on
days 3-10 after each dose of doxorubicin/cyclophophamide and after
each dose of paclitaxel.
After completion of all chemotherapy, patients receive tamoxifen orally for 5 years.
Patients undergo radiotherapy 4-6 weeks after the completion of chemotherapy.
Patients are followed every 6 months for 5 years, then annually until death.
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Objectives: e To compare sequential chemotherapy with doxorubicin, paclitaxel, and
cyclophosphamide to combined doxorubicin and cyclophosphamide followed
by paclitaxel for disease-free and overall survival.

e To determine whether increasing the dose density of adjuvant chemotherapy
(decreasing the interval between chemotherapy courses from 21 to 14 days)
will improve disease-free overall survival.

e To compare the toxicity for patients treated with sequential doxorubicin,

paclitaxel, and cyclophosphamide followed by paclitaxel at 14 and 21 day
intervals.

Stratification ~ Number of positive lymph nodes (1-3, 4-9, >10, sentinel node dissection only)
Factors:
Study 9/15/1997 Activation Date
History: 1/15/1999 Close Date
April 2003 Primary Completion Date
June 2003 Study Completion Date
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Associated NCTO00003088_D1_(comp_hy_cyc)
NCT00003088_D2_(comp_hy pt)
NCT00003088_D3_(dosered)
NCT00003088_D4_(toxicity)
NCT00003088_D5_(treated)

Datasets:

The following were added 5/18/2018 to include a patient identifier (patid) that
ties to NCTN Navigator submissions. Only the inclusion of this patid field has
changed from the first 5 datasets.

NCT00003088_D6_(comp_by cyc)

NCT00003088_D7_(comp_hy pt)

NCTO00003088_D8_(dosered)

NCTO00003088_D9_(toxicity)

NCT00003088_D10_(treated)



Dataset Information

Dataset Name:

Description:

NCT00003088_D9_(toxicity)

The NCT00003088 D9 _(toxicity) dataset is one of 10 datasets associated
with PubMed ID 12668651. This dataset contains data used to evaluate
major toxicities that occurred during protocol treatment. The dataset
contains standard non-hematologic toxicity data for grades 0 to 5 for
treated patients.

NCT00003088 D9 (toxicity) Data Dictionary

Variable Description | Variable Code Notes
Name
Patient Identifier patid De-identified patient identifier that
can be tied to patient information
submitted to NCTN Navigator
submissions.
De-identified patient | MASK_ID De-identified patient identifier
identifier
Toxicity grade grade 0='0-2"'
3='Severe toxicity'
4='Life-threatening toxicity'
5='Lethal toxicity'
9='Missing'
Regimen indrx 1 ="sequential Ax 4 (doses) -->Tx4 -->Cx4 A: doxorubicin

with doses every 3 weeks'

2 ='sequential Ax4 -->Tx4-->Cx4every 2
weeks with filgrastim'

3 ="concurrent AC x4 --> T x 4 every 3 weeks'
4 ="concurrent ACx 4 --> T x 4 every 2 weeks
with filgrastim'

T: paclitaxel

C: cyclophosphamide

AC: concurrent doxorubicin and
cyclophosphamide




Toxicity type

type

001='WBC(C'

002='Platelets '
003='Hemoglobin'
004='Granulocytes/bands '
005='Lymphocytes '
006='0Other hematologic '
010='Nausea '
011="Vomiting '
012='Diarrhea '
013='Stomatitis '
014='Esophagitis/dysphagia’
015='Anorexia '
016="'0Other GI '
020='Bilirubin '
021='Transaminase
022='AlkPhos_5"NUC '
023='Liver clinical '
024='0Other liver '
030='Creatinine '
031='Proteinuria
032='Hematuria '
033='BUN '
034='Hemor.Cystitis '
035='Renal failure '
036="'0Other kidney/bladder'
040='Dyspnea :
041="'p02/pC0O2 '
042='DLCO '
043='Fibrosis '
044='Pulm edema '
045='Non-infec pneumonia '
046='Pleural effusion '
047='ARDS '
048='0Other pulmonary
050='Dysrhythmias '
051='Cardiac function '
052='Ischemia '
053='Pericardial '
054='0Other cardiac '
060="Hypertension
061="Hypotension
062='Phlebitis/thrombosis '
063='Embolism '
064='Edema '
070='Sensory '
071='Motor '
072='Cortical '
073='Cerebellar '
074='Mood '
075='Headache '




076='Constipation
077='Hearing '
078='Vision '
079="'Pain '

080='0Other neuro !

090="Skin '
091='Local '
092='Allergy !

100='Fever w/o infection

101="Chills '

102="Myalgias/arthralgias '

103="'Sweats '
104='Malaise/fatigue
105="0ther flu-like sx
110="Hyperglycemia
111="Hypoglycemia
112='Amylase
113='Hypercalcemia
114="Hypocalcemia
115='Hypomagnesemia
116="Hyponatremia
117="Hypokalemia
118='0Other metabolic
120="Fibrinogen :
121="Prothrombin Time
122='PTT '
123='0Other coagulation
130='Impotence '
131="Sterility '
132='Amenorrhea
133='Other endocrine
140='0Other mucosal
141="Hemorrhage
142="Infection '
143='Alopecia '
144="Weight gain '
145="Weight loss '
146='Eye '
999="Missing'




